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[0 0 0 2] 

DPP-IVtf, ^^^KilON^^^Xaa-ProXii, Xaa-Ala (Xaafiv**** 

-*©i«t**. dpp-iv (amtiKztiz) o 4 #ft-coa«, 

[0 0 0 3] 
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^y>*»*aH6*«S*4o^^K*^>T** (Diabetes, *4 7 *^ 
^764-769Jt, 199830 . L*#oT, fiA»Oft|fttt^fi<. JftftoftftuB 

(Europian Jounal of Pharmacology, ^440^ ^269- 
279^, 2002*) 0 L *U GLP-mDPP-IVK J: ****fc»*S*,T L* 9 A*i> 

#*»**ITV***» (Biodrugs, ftifffc £175-18111, 2002*) V^tL*ft» 
[0 0 0 4] 

. **« (Jt^MI) , ^^y>jw, «***«* <*»* 

[0 0 0 5] 

WWVOffeffifcLTtt, ffeK, #^^ K ©»* (FEBS Letters, * 
91*. £360-364^, 1978*) , TWIoiBttft (Bioaedica Biochemica Acta, 
*44*. K9-K15JC, 1985*) , KIWtMHIBo^^ (Jounal of CeU 
Biology, *121«, H1423-1432JC, 1993*) , HIV* J V >,<*^>* 

A (Science, ^262^, £2045-2050JC, 1993*) «W**3*itv>* 0 D 

<o±^ wm^<o^^FP-i7mm^mi>mhfLx^ 0 .tor, dpp- 

-WW*. «*ttftft**ftft» (AIDS) , - UoffiMUMic^l 
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¥9-509921#^ ^r^'ny,^ 1097/40832^ 7 ^7v 
^T/y^KWWlSStoi, Annual Report in Medicinal C 

he.i8tiy»36*.»l91-200K.2001^tett, ±*Hfc***«>K*, Kft* 

[0 0 0 7] 

BtttPftfeL J: t^*a*B] 

[0 0 0 8] 
[g£S £ »ft f & <9^|£] 

******* l atb-«-c« $ *npp-ivB*fstt ***• 

[0 0 0 9] 
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-NR6co_*, R 6 {±n ***^Xtt1l»$*LTv*T<,J:v»Cl-6T>P*^^u E 
«^ "(OfeV- (mfil~30» , -CH 2 0CH 2 -, Xtt-SOfe-^U ntt, 0~3O 

-*Le»oft^i, 3M94B*4i-c£itt 

[0 0 10] 
[0 0 11] 

[ft 6] 
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■HI»Wn W »«»U ft, R5(±, *fI«« MS » VT , 1TU 

*at**u r4i±, ry**jsu out, -conr6_, Xl± 
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-(CH 2 ) m - (rt*l~S09Mt) . -CH20CH2-, XU-SC%-*jRU nil, o-3« 
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[0 0 12] 

R 1 , R 2 ti, Cl-6T;P*;i/*;4Wf * i t , ,j.„, „ 

v>o Si:, Att, ft* M , «W«.nw<ti W ^ D|Tt46 

WWW* L < , Dtt-CBB-xa-OO-Wff* L < , E.i-CH^-Wi L < , n 14 
lXI42«f S uv> 0 

[0 0 1 3] 

a****) , ^ Di , - >Tys , ^ 
, -NR13R14, .cookIS, ^ISRl?, ^18, .ffls^Rl^ _s(0 2 )N R 20 R 21 (- 
tTRH. ,16, R 18, R 19 lt , C 1-67***£ X «, R13 R 14 

- EM, R17. R20, R 21 tt , B»C**v»«J|*K*»*^ (S-6r*+*« 
li, 7x.*jt Wjl , R 13 t R 14, R i 6t Rl7 R20t R21t ^ 3 ^ 6 ^ 

[0 0 14] 

« . ->7V£, 7x^J, _o Rl2 , .NR13R14, .coorIS, 
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7x,»K, ,18, R 14, R 16, R l 7 , r20 , R 21 (± m ^ 

[0 0 151 

* d-6T*+*« W*L<ttCMT**A* , « BJ - >BT m , f 7 
W. 37*1?) ,^ DS , - >rys , _ 0R12> _ 

NR" R 14, ^15, .CQNR16R17, mgu, .^(0^19, _ S (0 2 )Nr20 R 21 (££ 
JR12, 116, R 18, R 19 tl , cww^^^ Rl3 rM rJ 
6, R17, R 20^ R 21 (4 , mmz$,Z^ m + K * mR ^ CH7MWB, 
7i; "*^ Rl3t Rl4 ~ * 16 i «W X«, R20 t m ttH|fl| 

V*, ft. /D(r ,;^ 
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[0 0 171 

[ft 7] 




R7 t JU*- m 

R 8 



x. y|i % ni*fcXttfl|*fc, 0~3O^i5: (fiU l<x+y<5) R7 

■«**t*mfts*LTv»T*j:vs 6-5, e-e, 6-7xo-m&<Dm&nLmm* 

^**-«*Ol*ttm Rl, R2#*fc* R3#**«^ R4 

[0 0 18] 

ttz, Mar*-?^ -^(i)^od^-conr6- CR6tt**at^ emstt 

Kb 8] 
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fH^v.f^^f,, R9, r10^ Rll { ^ mmzXimAr ^ C 1-6T**L* 
, Wynsjruj^fr^ _coOR5. m%ZtiT^Xi>±^Cl-6T)Va*i/^ X 

7 ' ; ^ Rl ^ R 2 ^^^ R3, ^5/7^ BsftMH 

2ch 2 -> nmxi*2-e$>2>ft&mmmx-<hz 0 

[0 0 19] 

»Wft«o»^*iLTk:Kl&XJBK: (1-3) **»frfWrr* 0 
[ffcl 0] 

O r4 n n A 



av-i) (V ) 



O ^4 



(:**> (IV-l) T?«$*t*ft^«tt, AithO**fl(^othfco#C00H 

[0 0 2 0] 

MOTs*itt, (IV-l) T«$*L*fl:^Mfci:-4« (V) -«S*iMt: 

• -*s* (V) M; 7 **n 
-*S$ (IV-l) T^£*LMf^£-^ (V) T^StL^fc^tO^ -eo 
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_ #SI2 0 0 3-0 2 3 0 7 7 ^--J 

^^7^fjy>f) xa, #^ft T , -|W (IV-1) -«$*L*ft^ 

> N, N' -#;i^~;i^^V^;M£) *JWBrC,Xli, ^WJ (N-t Kn + y 
***>>T5 K\ kKn*^>'/H;r/-A#) **L****Tfflv», -10 

[0 0 2 1] 

[RjsroDiiaz] 

[ft 1 1 ] 

R* R 2 'j' 3 x\ R? R 2 I? 3 _ 

a^hSW + x fr N y E — - 

° R 4 H O £ 4 

(VD (vn) a) 

Xtt, ^nyviftSt, tto#|B^-tt«nB2:|qtK-C^«. ) 
[0 0 2 2] 

mmiM^t, -*b£ (vi) ■c*$*t*ffc^xii-t«Dttt-«b^ (vii) -c 

o HW (VI) tSS^ft^ttfcltli, «A«r. M;7**n 

-*s* (vi) ^mzKZtt&wxi*^<D%it-®t&, (vii) •c*$*L*fl:^ 

fcORfctt, aS&ffFH ^h^fcKn??^ ^on^>, n,N- 

A, 3*fltf-M;*A, 3-Mb#y*A) Xtt, ##fcT\ -lO-SO-C 

[0 0 2 3] 

[^&I^5^3] 
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Uki 2] 



O R 4 



(vm) (ix) m 

j**, GliT^Mli (H*.,^ tert-rh*V (Boc) ) 

[0 0 2 4] 

fiasiasoii, -as* (vm) v**it*it**t-*x (ix) 

***t*<fc^W*»*X«r** 0 (ix) T***L*<fc*fco*fcL-Ctt 

, N,N-^f^Mr^ k^) + % mbm («*ar % 4-^ 
<***T3ytn;s»*) X(4% ^^ Tn (VIII) 

ML N,N' -a/M^SMS^A-A*) **»-c,x <4% «2M (N-tKn 
[0 0 2 5] 

*K.«*0«i^tJtt TfcafeI j BW: (4^7) *WCKW«. 
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Hfcl 3] 



H R \ R 2 f /\ R 1 R2 R3 

o 54 n h n T 

r 4 



CX) (vn> 



(V) 



[0 0 2 6] 

KlSl«4tt, -** (X) ttswft^tHw (VII) 

-HK (X) (VII) ^ $w ^ iW|4> 

9 ^*'^*) Xli, «qt T , -10~80°C, ^fctf, 0 

-lo-sor, to tit, ot^sionafcfr^ i^ummx^^m 

[0 0 2 7] 

Wki 4] 

R 1 R 2 

aV - 2) <*» (VI) 

GH*T^y>|o«W6 (Mtf, tert-^***>i,#-* ( Bo c) ) X 
tt**Wt^to R22fi, -C00H, -NH 2 , Xi±, A#HKS; (n) **+ t &m 
*0-NH-*, R23 tt% _C00H. Xtt, -NH 2 ** U R22, R 23 { ^ 
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[0 0 2 8] 

ftfixartst*. -«* (iv-2) T«s*t*ft^ X it*o tt (r^ow 
) t-« (xi) T&ztLtit+mxnirom (7^o»*) *B&s tT ( 

P^^i^i^ N I(; WKl ^ oT) ^ (yi) ^ $ 

Wft«W*IST*4, -ft* (iv-2) , (XI) *********** 

KXtt^Ottft*. N,N' -*;^;uy M ^ y ^ 

******tjbvn -io-~8or, <rc^«©» 

[0 0 2 9] 
Hfcl5] 



R 3 



OR 4 A 



(MI) (IX) 



6 X 

(VII) 



[0 0 3 0] 
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mwottieistTHw (vii) T«*#L*fl^ W4ia ^ 4 



**ttT, (XII) (Y 

*) (IX) ^S*l*ft^;jUJt*©tti:*, -10-^80^ *<,fc»t, 0 

t-l?SOSIMTT% 0.5*m^3HW»S**T-«; (VII) 

[0 0 3 1] 

Mti 6] 



Pan) ov-2) 



OH 

G 6 
(VIII) 



[0 0 3 2] 

KftiaWtt, (XIII) T^S^fc^fc-^ ( IV _2) T^^tL 

*ft«rXtt*0*ta &S * T -« (VIII) -«**t*ft«*#*I3BT 

3 KXtt*<D*BWt % N,N' -**#=*SM$*V-;Hs) £ 
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mM2 003-023077 
[0 0 3 3] 

[0 0 3 4] 

(I > { *> ^ (Polymorphism) ^ftfc^cg tf . m 

[0 0 3 5] 

«, W. *<fc**i*, s aB. IBS!, ^iojj , wam 

#Ms WW, ^j,*,,*^ p.,.,^^,^ 

* *». IM, M;7^n BS6 , j,,^ ,^ >wu VD> ^ 
- 7-7^ S , vw,», g 5fc , ;> 

[0 0 3 6] 

=WW!»fl**tt, DPP-IVffi#» Jt Ltl»f«„ t UT(± 

*»*«W*U«,„. „ AHr , ^ sawn-,, a,, 

[0 0 3 7] 
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o »«W«*-BK:i-4H^ltT«:4.i-*£fc 3 WS* 0 L*Lfc**, 

[0 0 3 8] 

[0 0 3 9] 
[##0!l 1 ] 

(S)-l-(» hpt^ii/) e n ij ^>-s>-^ b ,) )k 

ttlfr (W098/19998) Bftolfrfcfcfl^ Wd.;> 7 , K (10 g) SJ:or*n 
BBft-e* (7.7 g, 51%) 

1HNMR; (DMS0-d 6 U (p pm ) : 2.00-2.17 (4H, m). 3.44-3.50 (1H, m), 3.61-3 
.66 (1H, m), 4.41-4.44 (2H, m), 4.78 (1H, q). 
ESI/MS (m/z) : 173 (M+H)+ 171 (M-H)- 
[0 0 4 0] 
[###J 2 ] 

2-rnt-2-7x-^» (500 mg) ^on^> ( 30 Bl) ^^ U ^ 
*W»*u*4 F (950 ul) , N,N-i^**;w^ K (2 ^ 

T~ 1 B#TO#L7t 0 ^nn^> ( 20 ml) fc#*Lfc*«* 

(S)-b'DV^. 2 .^^ MJ;l/ (310mg) UlJIf , 7 ^ (65Qui) ^ 

^ DD;i ^ (30ml) »*fc*TU Saw«iWL^ 0 10X**.>»* 
* iMtMJ^A«U: 0 WEWtU MHbM (770 ^, quant 
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) Z&tZo 

ESI/MS (m/z) : 294 (M+H)+, 292 (M-H)~. 
[0 0 4 1] 

L^b^fcT--^^l^L7t 0 (#fB#(±HffffitIWiat:^^, 0 ) 
Mfcl 7] 

° J* * X< 

[0 0 4 2] 

[^1] 







1 ESI /MS 


3 




166 (M+H) + 
164 (M-H) " 


4 


> 


148 (M+H) + 
146 (M-HP 


5 




187 (M+H) + 
185 (M-H) " 


6 


u> 


164 (M+H)* 
162 (M-H)" 



[0 0 4 3] 
[##017] 

I^/ny>T5K (23 g) £ fI«7kF077> (1200 ml) K»»U M 
(22 g) «D^.*?frLfco 2--hD7x-^^x-Wn^ 

k (42 g) *mx.m.m*mmimLtzo wm*-*>K **to**«**fl*RL 

«r*«:WL«EET*E«L^. ftfefeftM (45 g) £kfVv> (890 ml) |c« 
#U -fS^^A-^ (23 g) fcinSJjcfrLfco ^ft***';* (31 ml) fcjTF 
U £ffl^2J$ra«#Lfc e 7X (1000 g) Jt—r/l/ (2000 ml) «rinix.^«ffl=gr^ 
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(4.1 1) *JHAT#*U »fcfc*frT\ 4IMM/1.4-*** 

*> (130 ml) *ITU 21T3I»R^L^ WttLfc»****U 

^^^^Tt^LTWH^^fcLT^^^Wfc (20 g 
88%) «r#fc e 

1HNMR; (CDCI3) a (ppm) : 2.15-2.27 (2H, m ), 2.34-2.42 (1H, m), 2.47-2. 
56 (1H, m), 3.54-3.65 (2H, m), 4.95 (1H, t). 
[0 0 4 4] 
[###18] 

»*ffl. 7 IfD.;?;^*^ ( 15g ) ^f Mb 

(4.4 g , 69%) £#£ 0 
[0 0 4 5] 

m%w 9 ] 

= b !i Jk2jgmj£ 

2-^^;^n^>- 1 ,2-^ T ^> (5.0 g) ^dd^> (200 ml) 
LTOr-ClS^BiWLfco BOC-ON (15 g) ^nn^> ( 60 ml) **** 

i«LT(2-75 ^^fM-rn^)*^t$ >«-t-7f (7 9 

g. 74%) *ftfc 0 

1HNMR; (DMS0-d 6 ) a (ppm) : 0.92 (6H, s), 1.38 (9H, s), 2.79 (2H, d), 6 
•69 (1H, brt). 

[0 0 4 6] 

-tf2T'#f,tt7t(2-T^-2-^f-;l,-i-yne;i,)*;^^ z,n-t-7*A,x.x 
7* (7-9 g) , iMfcth^A (8.7 g) , ***y* A (8.0 g) 
> (230 ml) KWLfc. m(S)-K^n7tf*)enys;>4.*^ 
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( 10 & «>T-feh> (80 ml) *»«:*nx.r^Wit30«-|fl«fliLfeo 

ny*> : y*y-;v 80 : 1 - 60 : 1 - 40 : 1) K#L(S)-|2-[(2-v7 
>m-t-^;^^r;i/ (12 g, 91%) £#£ 0 

iHNMR; (DMSO-de) * (p pm ) : 0.93 (6H, s), 1.37 (9H, s), 1.90-2.20 (4H, 
m), 2.86 (2H, d), 3.2-3.5 (4H, m), 3.5-3.65 (1H, m), 4.7-4.75 (1H, m), 6 
.60-6.70 (1H, brt). 

ESI/MS (m/z) : 325 (M+H)+, 323 (M-H)-. 
[0 0 4 7] 

Ji|B-e# hfitz (S) - {2- [ (2- v 7 y t? n i; -2-* * y jt ^ T 5 ^ 

^-2-*T)V-\-7u\Z)V\li)V,^>m-t-7T)V^T)i> (4.8 g) t^nn> 
(50 ml) K®MLfz 0 imT4mmA.4r-*J**V> (50 ml) *ftix.T£ 

ia^iB#M«#Lfco mmmmLxmrn^t^ (4.2 g , 96%) £t#/~ 0 

iHNMR; (DMS0-d 6 ) a (ppm) : 1.41 (6H, s), 1.95-2.30 (4H, m), 3.19 (2H, 
brs), 3.45-3.60 (2H, m), 3.65-3.75 (1H, m), 4.00-4.20 (2H, m), 4.86 (1H, 

q), 8.49 (2H, brs), 9.37 (1H, brs), 9.50 (1H, brs). 
ESI/MS (m/z) : 225 (M+H)+. 
[0 0 4 8] 

[##^J1 0] 

2^Lz±21*±2k=l ^-v>.Kn^>/Dh 5^^»»5^-* B , f v|f 

3-7^y-5-^;Hi7y-;i, (970 mg) £*JT*hmm*m> (1.7 g) £gf= 
m (5 ml) K®MLl20VX~3tt®mWLtz o Mlcfltfpu *ffiT***«*L 
> ^l^^-^ (5 ml) fc5N**ft^hi;*A#jfc* (2 ml) JDx. 70X^1 

. IKT*»**rV>fi^J^ LT*Bft«* (1.6 g, 80%) *»fc 0 

1HNMR; (DMS0-d 6 ) * (ppm) : 2.42 (3H, s), 2.54 (3H, s ), 2.76 (3H, s), 6 
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45 (1H, s), 13.80 (1H, brs). 
ESI/MS (w/z) : 206 (M-H)- 
[0 0 4 9] 
1 1 ] 

>~ - - — — 



3-7^- 5 -^;n;'5^ ;1/ (970 mg) tT-thvo^xf ^ (2 0 g) 
*M (5 ml) ^LiaotTWWJWL^o ffl KMU item**** 

3*-*fc Kne^VnCLs-jif * S^***^*^^ (2 23 ' 
95%) £#fc 0 

1HNMR; (DMS0-d 6 ) * (ppm ) : lm27 (3H> t)> 2 29 ^ g)> g 39 ^ ^ 4 
•24 (2H, q), 6.02 (1H, s), 12.61 (1H, brs). 
ESI/MS (m/z) : 236(M+H)+, 234 (M-H)~ 
[0 0 5 0] 

IBTHfe^^ (235 mg) *T-feh> ( 5 ml) KM**, M * 
*A (138 mg) *JDAM-C30^«»L^o (i ml) *DnZ56°C? 

ft****^^* (5 ml) iZ^mU 5N7WMt^h»;9A#« (1 ml) * 

»A»x:-w*nii*Lfc 0 Miciwiu acting iwtx^ Krttift 

«ffiTte**fi^ SmtLT^f (162 mg, 73%) 

1HNMR; (DMS0-d 6 U (ppm) : 2.33 (3H, s), 2.66 (3H, s), 3.70 (3H. s) 6 
40 (1H, s), 

ESI/MS (m/z) : 222(M+H)+. 
[0 0 5 1] 
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v : 22/ 



[##0)J 12]' 

4 > Y~-)V-Z-i3)V#y& (960 mg) HN-^^WMrU 4 (15 ml) 
?§«?L0t:^^*nL^o7K^bf- h V (720 mg) =£r2EItC^ltTiJDx.. ^ifi^ 

MLmmmwLfz 0 wmx:K^i![iV3'y^^^ (o.67mi) <dn,n->^?-;i/* 

;i/AT^ K»«[ (5 ml) £*9>o< 1} hiTL, ^SfcfS L2B#H«#L;fcoO , CK: 
*fr*PU ^d&KtK&JI;^ £&K;flc£ (50 ml) Jnx.*ftti Lfc>HNI£aMfcU 
7)C ^4r-9->-Ctt^ ^Tieft^^jtfejftfitUT^flB-fk^ (910 mg, 87 
%) £&fc 0 

1HNMR; (DMSO-de) a (ppm) : 3.85 (3H, s), 7.19 (1H, dd), 7.25 (1H, dd), 
7.51 (1H, d), 8.01 (1H, d), 8.03 (1H, s), 11.94 (1H, brs) 
ESI/MS (m/z) : 174 (M-H)-. 
[0 0 5 2J 

[ftl8] 

CX> cooh CO cooh 

H Me 
[0 0 5 3J 

im2] 





4k&m£ 


ESI/MS 


13 




174 (M-H) - 


14 




176 (M+H) + 
174 (M-H)- 


15 




176 (M+HH 
174 (M-H)- 



[0 0 5 4] 
[#fil 61 



ffilEJ|$2 004-3026683 
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^?-y 



^K-;v-3-*;i^yg& (400 mg) ^ mk±Y , )iyA (0 9gg) tjtewwt 

(4.8ml) KMLfc. 110t-C16l*m*#L*:|k £»^nD*^fa 

50 : 1) KftL&ffifl:** (170 mg, 34%) *#fc c 
1HNMR; (DMSO-dg) a (ppm) : 2.74 (3H, s), 7.35-7.45 (2H, m), 8.00-8.15 
(1H, m), 8.35-8.40 (1H, m), 8.40-8.50 (1H, m). 
ESI/MS; 202 (M-H)- 
[0 0 5 5] 
7] 

^K-;v-5-*;v,f^ f ^r;v (500 mg) HP^f**^r 
(6.0 ml) fcfcfcLfc. 0tWWLT*3Mtf-h.;* A ( 23 0 mg) *JpA 
T30^W«»Lfc o ^/^nn>f^r;v (1.2 ml) *Hd^t3S*-C2 

T«*Lfco MEfcl.4-3>***> (10 ml) *lN**ffc* M; (5 ml 

^^t>^iWLTl^>^t + v^;MH-^ > K^-/^-**^* (7 
40 mg, 92%) £#£ 0 

1HNMR; (DMS0-d 6 ) a (ppm) : 4.45 (2H, s), 5.71 (2H, s), 6.67 (1H, d), 7 
•20-7.45 (5H, m), 7.60-7.75 (3H, m), 7.80 (1H, d), 8.26 (1H, s). 
ESI/MS; 280 (M-H) -. 
[0 0 5 6] 

iK^#fe^l^>^**^^-iH.^^ K --il,-5-*^^ (380 m 
g) (6.5 ml) KJRBLfc. 10*t?**A-** (190 mg) 

T47^^60«CT^7X^«5-^o7t o ra***SULfcfk »giU:„ 



£BSE# 2004-3026683 
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tt»7A^D7f^7^ (*»ili;^nD^>:>^^ 50 
: 1) K#L^fS4b^ (120 mg, 48%) £&fc 0 
iHNMR; (DMS0-d 6 ) 5 ( ppm ) : 5.54 (2H, s), 6.59 (1H, d), 7.51 (1H, d), 7 
.61 (1H, d), 7.76 (1H, d), 8.23 (1H, s). 

[0 0 5 7] 
[##M 1 8 ] 
hi* h *ls**fu-m-s ( y K-;i/-R-^;y^>i^ 

<t jn,#>Bt*rju-LX?. n , (500 mg) ^nn^w^ 

^-t-^ (0.43 ml) *fe±flB0:^*##tc*1Bfl:*tt (190 mg, 70%) frfcfc 

o 

iHNMR; (DMS0-d 6 U (ppm) : 5.54 (2H, s), 6.59 (1H, d), 7.51 (1H, d), 7. 
61 (1H, d), 7.76 (1H, d). 8.23 (1H, s). 
[0 0 5 8] 
[##091 9] 

l-T-bf ^-2,3-yt: Kn-iH->f > ^zJk^=2JkM>m. 

4>V-)ls-5-%;v#>WL (2.0 g) e,N-^f;i/*;l/AT^ K (15 ml) K 
mMLtZo *JA> (1.53 ml) . (3.4 g) *Jn*.TMT 

^^•r;i/ (2.6 g, 85%) £#£ 0 

iHNMR; (DMSO-de) 8 (ppm) : 5.35 (2H, s), 6.61 (1H, s), 7.30-7.55 (7H, 
m), 7.75 (1H, d), 8.30 (1H, s), 11.50 (1H, brs). 
ESI/MS (m/z) : 252(M+H)+, 250 (M-H)-. 
[0 0 5 9] 

±M^nbfltzit^km (1.0 g) £N,N-v^;W*;vat^ K (10 ml) izfeM 
Ltz 0 0rwWjLT*3Wk^hi;^ A (0.32 g) *jDitT3(«WB«ff tfc. « 
itT*?-)V (1.3 ml) «:JlDATM-e8«PW«ffL^ 0 »»i^A.«T?«3RLT* 



2004-3026683 



#fi 2003-023077 ^->? 

ttm ; BMM** : ^*-9-> 1:7-1:4) fcftu-r-fe**-i&-f > k 

«-;i/-5-*;l/.-K>^>^^oiXx;v (l.l g, 97%) £#fc 0 

1HNMR; (DMS0-d 6 ) (ppm) : 2.68 (3H, s), 5.38 (2H, s), 6.90 (1H, d), 7 

.35-7.55 (5H, m), 7.97 (1H, dd), 7.99 (1H, d), 8.31 (1H, d), 8.43 (1H, d 

). 

ESI/MS (m/z) : 294(M+H)+, 292 (M-H)-. 
[0 0 6 0] 

IMX^hfitzit^ (550 mg) *^*;-,\, (9 ml) fc«j*Lfc e 10%/t? 

(180 mg, 48%) zntzo 
iHNMR; (DMS0-d 6 ) 8 (ppm) : 2.18 (3H, s), 3.17 (2H, t), 4.17 (2H, t), 7 
.74-7.80 (2H, m), 8.06 (1H, d). 
ESI/MS (m/z) : 206(M+H)+ 204 (M-H)-. 
[0 0 6 1] 
[##15112 0] 
^^h^y^^'/f-yv- ;W6- ft n, > ^ 

4-T^y-3-^ (1.0 g) ^tv7Vf7^-^A (910 mg 

) Sr^y-* (15 ml) fcfctfu £*UC, 0° CT-JIff (0.30 ml) O^y 

(3.omi) mmz®^>< t)MTLtz 0 *:<7>&m.u-?29$mmnu * (so g ) 

^Mktz Q -H^IIL, ait^f,^^ (760 mg) (3.0 ml) 

t^?y-)i, (3.0 ml) <7)rl^^, flfrft^hv** (1.6 g) £90 ° CT2B# 

■C4-7$;^^»y^^^ Wi ( 670 ^ 5?%) t#fco 

1HNMR; (DMSO-de) a (ppm) : 3.81 (3H, s), 7.19 (1H, brs), 7.45 (1H, brs 
). 

ESI/MS; 200 (M+H) +, 198 (M-H) - 
[0 0 6 2] 
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"X — V 



mm (6.0 ml) * 50*Wn* U tftic, (15 mg) loor 

™ u ***=wwfc#fw^***wiu ***** 

TI»U&fett**LT*«ffe^ (470 mg, 67%) fcftfc, 

1HNMR; (DMS0-d 6 ) a (p pm) : 4. 02 (3H, s), 7.53 (1H, d)." 8.36 (1H d) 9 

• 43 (1H, s). 

ESI/MS; 210 (M+H) +, 208 (M-H) - 
[0 0 6 3] 
I#fM2 1] 

ilitPWO^ 4-7^-2-* h^im (2.8 g) *&«Efc** 
(1.3 g, 38%) fcfcfco 

ESI/MS; 210 (M+H) +, 208 (M-H) - 
[0 0 6 4] 
[###!I2 2] 

4-T$S-3-*n,*7h-5-*h**s&&&m (500 mg) ^^7tK D 77> 
(15 ml) fc^UTOtfclWjLfc* (0.26 ml) fcftliU 30*hNt 

IB-fb^ (550 mg, 99%) £#/c 0 

1HNMR; (DMS0-d 6 ) , (p pm ) : 2 . 81 (3H , s)> 3>98 (3R> g)> ^ 
•24 (1H. s) ' ' 

ESI/MS; 222 (M-H) - 
[0 0 6 5] 
[##M2 3] 



^r^-S-^^T-h-Wf^y^ifi (400 mg) ^^ kKn7 ^ 
(15 ml) KfML-TBt^^ l*Fy7WD W (0.31ml) 
*v 3MhWTMl«Lfc. *©«3l»Wttu «BrFtt**«* L &« 



tBiE#2 004-3026683 



#12003-023077 ^-v : 

^^^SSiSfc LT^ffift^ (550 mg, 99%) *%tz 0 

1HNMR; (DMS0-d 6 ) 5 (ppm) : 4.04 (3H, s), 7.62 (1H, s), 8.52 (1H, s). 
[0 0 6 6]. 
[###02 4) 

2-^ ±jW^ > ^ 77- ;U-fi-^7 jVjf vff > 

4-7 5y*Aft (13 g) i:fty7>i7^-)A (6.9 g) 
* (200 ml) KMU *»+"C-15tK>MjILfc^ JtX (4.7 ml) *«M 

(40 ml) *i9>o< 1} tj»TLfco f^tM^L, 2I»RWL 
> ** (500 ml) ZKl&mztiu^ ffimLtzffiMiZmWU 

m> MEET^Lfi^ H B B tbT4-T5/-3-^^-vT^h^m#m (9.4 g, 53 
%) *»fc 0 

1HNMR; (DMS0-d 6 ) * (ppm) : 6.69 (2H, brs), 6.84 (1H, d), 7.75 (1H, dd) 
, 7.96 (1H, d). 
ESI/MS; 193 (M-H) - 
[0 0 6 7] 

(25 g) (60 ml) U^;^ (60 ml) KJRjfU 40<C 

fcftfflfcU «Wfc^h»;^A^W»LfeO«Bt^ 40 < CT-_h|eT'#f,tL^4- 
75y-3-f^yTthMfK (10 g) fcjDx., 90t;£#ffiL*O;j:t2ll#fl|« 

(8.8 g, 96%) £#fc 0 

1HNMR; (DMSO-dg) d (ppm) : 6.69 (2H, brs), 6.85 (1H, d), 7.75 (1H, dd) 
, 7.96 (1H, d). 
ESI/MS; 168 (M-H) - 
[0 0 6 8] 

±MlX~nbKtzA-T^;-Z-*)Vf3'7Y&MmWL (170 mg) tft7-bfr> 
K (83 mg) *i^l/^^i; 3 -A, (1.5 ml) lz^® U Wiim (0.1ml) *Jn 

^■^"CftiMk I^T*aftLeiyS*fcLT*|Bft*«r (150 mg, 78%) £ 

ffiiE# 2004-3026683 
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ESI/MS; 192 (M-H) -. 
[0 0 6 9] 
[###U2 5] 

4-* h ^ V-2--7 ^-fryp ^±X Zr= ^-6-ft 

i-T^^^^/f-W f ^r^S^J&^Sfe (600 mg) tft^^X7= K ( 
450 mg) «ri^^>^i;a^ (10 ml) KM® U W« (1.0 ml) ^JOx.60 

^TfcJMk *EETtt*L&6MJ: LT*EflHW* (280 mg, 32%) *»fc 0 
1HNMR; (DMS0-d 6 ) * ( ppm ) : 4 .05 (3H, s), 7.55 (1H, d), 7.59-7.61 (3H, 
m), 8.10-8.11 (2H, m), 8.34 (1H, d). 
ESI/MS; 284 (M-H) - 
[0 0 7 0] 

I#fM2 6] 
2- ~y a = 2k£* > Z± z a ^ 3f > fl & 

±BfcW»o^rft-c4-T^y-3-^>u*^h^A#ife (1.7 g) *&*|Bfl:*« 
(1.9 g, 74%) £#£ 0 

ESI/MS; 254 (M-H) - 

[0 0 7 1] 

[###H2 7] 

4-T5^^rF*lfBI (680 mg) ^h7tKD77V (20 ml) 
**LJW»*V*A (550 mg) SriDx., M-C«#Lfc.3<MMk -78t:£**PL 
. hV*xr> (400 mg) *lDA«J*Lfc.ll*IMk jftBETJffiK* 
3*01»c&*4T«*U Tfc (20 ml) fc«*BMtKft*4-clDjL, *fffl Lfc 

(740 mg, 95%) £#fc 0 

iHNMR; (DMS0-d 6 ) * ( ppm ) : 6 .30 (1H, brs), 7.19 (1H, d), 7.87 (1H, d), 
8.17 (1H, s). 
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ESI/MS; 194 (M-H) -. 
[0 0 7 2] 

mmm i ] 

py v>- W ;i/)-2-t^vxf)i,7; ;)-2-^)^ Pt ;'^.7; p 

2.7-^^kr9yn[i f 5-a]eV5y>-6-*^#>>| (l.O g) OfF7t 
Kn79> (30ml > N,N' -**#=.A,5M5r:A-* (930 mg) fcJn 

lftt*4Mfl»L^ 0 0 < Ct?(S)-l-[(2-T^y-l,l-^^^;v > x. 
T*?-)V}-\£u v >_ 2 -# h y *2ttft« (1. 56 g) , h V 
■x*/l,T3> (3.6 ml) Off7bKn77>'(30 ml) i$Wo<0|TL 

^9 7*- (WI;^nn^7,:^y^ 50 : i) L*|&ffrfr 
* (690 mg, 33%) fcfcfc, ^hfttzit^m (690 mg) ©1, 4-5>**-9-> (5.0 m 
1) #&K:4N tt«/l,4-yt*f> (0.50 ml) £l0«CT*;&nx., 10#F44f#L£o 

Bfc£ (670 mg, 90 X) • 

!HNMR; (DMS0-d 6 ) a (ppm) : 1.37 (6H, s ), 2.05-2.31 (4H, m ), 2.47 (3H 
, s), 2.87 (3H, s), 3.30-3.80 (4H, m) 4. 10-4.30 (2H, m), 4.84-4.86 (1H, m 
), 6.60 (1H, s), 8.68 (1H, s), 8.93-8.97 (3H, m). 
[0 0 7 3] 

Utl 9] 

a-cooh * h ^y? — - M-X-vQ 

O CN J H 5 6N 

[0 0 7 4] 
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[^3-1] 



: 30/ 



mmm\ 



[1. 5-a] tf'J$$> 
>-6— r;i/ 



2, 5. 

K5'/D[l, 5-a] 



7-* h*->-2. 5- 

tl. 5-a] fcT U 5 S> 
>-6-<;l> 



ESI/MS 



'H NMR 



384 *H0 V DM 2 SO 5"0 6) ( 3 / s) " J VS 80 S) Vi °°r 2 - ? 
382 OHD-4.80 £ ^ A ,H° S. 80 ^ &" j 1 
|8.80-8. 90 (3H. m), 9.50 (1H. s) ' 



30 (4H, 
10- 



412 
410 



(M+H) 4 
(M-H) 



428 
426 



(M+H) + 
(M-H) 



(M+H) + 
(M-H) 




, (DMS0-d6) 6 
m. 2. 18-2. 27 
,(3H. s), 2.66 
13.62 (2H, d), 
(2H, m), 4.86 



: 1. 37 (6H, s), 1.98-2.09 (2H 
2H, m) , 2.43 Oa s). 2.47 
(3H. s) , 3. 52-3. 63 (1H m) 
3.71-3.76 (1H. m). 4 10-4 21 
(« *0. 6.44 (1H. s) 8. 92 



brt), 9. 12 (2H. hrsl - 



(DMS0-d6) 6 : 1 34 (6H. s), 1 97-2 08 »h ' 
Iffl) . 2.15-2.22 (2H. m), 2.31 (3H sj 2 45 

,0H. dd). , 30 (,E s). iSffiftb. 4 ?,* 



(DMS0-d6) <S: 
m), 3.53-3.57 

3.85 (3H, s), 

4.86 (1H, dd). 
7.51 (1H, d), 
8.25 (1H. t). 



(DMS0-d6) 6: 
m), 3.50-3.65 
3-83 (3H, s). 
■a). 6.84 (1H. 
7.57 (1H, d). 
8-93 (2H. brs) 



1. 33 M s). 2.00-2.24 (4H, " 
(5H. m), 3.67-3.75 (1H m) 

V?7 ( ffi.*B- 41fi Vddd), 

7. 17 (1H, dd), 7. 24 (1H dd) 
8- 13 (1H, d). 8.15 I s) 
8.94 (2H, brs). ' 



(4H. 



1, 35 m s), 2.00-2.30 
(3H. m), 3.65-3.80 (1H nu 
4 00-4 25 (2H. nO, 4.86 %'lH. 

24 (1H. t). 7.44 (1H d) 
7-64 (1H. d). 8.51 (1H. brt). 



. (DMS0-d6) 5 
W. 3.20-3.45 
'3. 70-3.80 (Jfl, 
(2H, m), 4.87 
(1H. d). 7.51 
(1H. s), 8.59 



. (DMS0-d6) 8: 
m). 3.50-3.60 
3.86 (3H. s), 
<D. 6.48 (1H, 
,8.06 (1H. s), 
'brs). 



1. 34 

(2H, 

n). 

(1H, 

(1H. 

(1H, 



<Wl s), 1.90-2.30 (4H" 
m). 3. 45-3. 65 (2H. m),' 
3 83 (3H, s). 4.00-4. 25 
3? • 6.55 (1H, d). 7.43 
d). 7.73 (1H. d), 8.20 
brs), 8.89 (2H, brs). 



m 4 F o S Lc 2 " °°- 2 - 25 (4l 
(3H, in). 3.65-3.80 (1H. m) 

4- 05-4.25 (2H. m), 4.87 (1H 
d). 7.52 (1H. d). 7.62 (2H S ) 
8-63 (1H. brt). 8.80-9.00 (2H 



I l-7-fe^;MH-f 



(JJMMHI6) 6: 1.36 (6H. s). 2 00-2 30 m" 
410 (M+H) *I?SS mh ^ f 3.50-3.70 . - 

te d (2H. 8 b?s 0 K 8 - 8 ° ( * - ' 8 8b & s) 
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I3E3-2] 



^-v: 31/ 



l 0 1H--OK-JI-3 



l-b Hn+^f 
12 pMH--f >K-;p 

-5 — r 



13 | -lH~f > k— ;p 
5--f;i/ 



ESI/MS 



368 (M+H) 
366 (M-H) 



. 3 



14 | i>t Kn-iH—f > 
K— ;i/-5— OP 



15 "OV^T"/-^ 
1 1 -6-r;p 



16 



4-* 

V-;i/-6~f;i/ 



368 (M+H) 
366 (M-H) 



398 (M+H) 



412 (M+H) 4 
410 (M-H) " 



(DMS0-d6) 5: 1.04 (6H, s). 1 90-2 20 mr 

3 ; 70 (1H - ■* ■ 4 - 74 1H. Q) . 7 05-7 20 
2H. m). 7.42 (1H. d). 7.66 (lft brs) si 
dft d). 8.10 (1H. d) 11.56 (1H s) 8 05 



412 (M+H) 
410 (M-H) 



386 (M+H) 
384 (M-H) 



17 



4-* 

-6— OP 



430 (M+H) + 
428 (M-H) 



484 (M+H) + 
482 (M-H) 



(DMS0-d6) _ 
(4H, m), 3.50 
m) . 4. 05-4. 25 
(1ft s), 7.45 
(lft s), 8.59 
11-43 (1H. s) . 
(DMSO-d6) 6 : 
(4ft m), 3.20 
m) . 3. 60-3. 70 
(2ft d), 6.51 
(lft d), 7.59 
20 (1H. m). 
U)MS0-d6) 6 : 
-20 (4H. m), 
m) , 3. 30-3. 50 
75 (1H, a). 
57 (IE d), 
14 (1H. d), 



1. 33 1. 34 (6H, 2s). TM=2 
•3 60 <3ft m). 3.70-3.80 (IH 
(2ft n). 4.87 (1H. o) 6 55 
(2ft t) 7.68 (IH dd). 8.21 
(lft brt), 8.92 (2ft brs). 



(DMS0-d6) 5 • 
m). 2. 19 (3H. 
(3H. m), 3.65- 
m) . 4. 15 (2H, 
7-78 (1H, s), 
8 75-9.00 (2H. 



1 03. 1.04 (6H. 2s), 1 95-2 2fll 
-3 30 (2ft m) 3. 40-3.' 60 (3ft 2 °' 

S 8: ill ffi J; fg 

ftdK yoo, dd). 8.V 

3- 15 (3H. s), 3. 20-3.30 (2H 
(4ft m) , 3.60-3.70 (Mm) 

HI „ (, 5L dK 7 - 70 dft dd), 

8. 20-8. 30 (1H, b). 



1.31 (6h. 
s). 3.19 ( 
•3.75 (IH, i 
t). 4.86 ( 
8.07 (IH, ( 

m). 



. 2.00-2.30 (4H, 
t), 3.50-3.60 
4. 05-4. 20 (2H, 
Q). 7.75 (lft d), 
8.58 (lft t). 



(DMSO-d6) 6 : 1. 37 (6ft s) . 2 08-2 26 UH 

^ ?i Vi-178 (2ft 
iJ o !S 211 m) ' 4 84 lft dd), 8 09 (IH 



(DMS0-d6) 5 : 1. 35 (6ft s) 1 90-2 24 (4H 

tu "-i 81 A?' 34913 60 4H . 5. 4.0? 
(3ft s), 4.09-4.18 (2ft m), 4.87 (IH dd) 



(DMS0-d6) 6 : 1. 37 (6H, s) 2 02-? 

wwa-^ Hi 3 1 



ffiSE#2 004-3026683 




[^3-3] 



003-023077 



ESI/MS 



'H NMR 



18 bxiK>"/VN92 OHfl) 
7V-;iH>--f;P H90 (M-fl) 



19 IfcToSv^l 402 *H0 
l/-^-6~f;P 1 400 (M-H) 



20 \ >m 383 flHfl > 

5~f;W 1 381 (M-H) " 



u \%%t«%*\m ma* 

;U (382 (M-H)" 



UlMS0-d6) 6 : 1. 38 (6H. s) 2 01-9 9fi //in 
■>. 3.50-3.58 (3H. m) . 3 62 <2ft d) 1 7 f 
3-79 (1H. m). 4.09 (3ft s \, \ . 12-4 26 (2H~ 
■0. 4.87 (1H. dd). 7.60 (3ft m) 7 64 m 
d). 8.11 (2ft m). 8.33 (IB d) o n J' 
brs), 9.05 (1ft t). ' L 9 02 (2E 



0)MSO-d6) a: 1.18 (3H, s) 

3. 35 (2ft d). 3.41-3.51 
(2ft d), 3.62-3.69 (1ft m), 
7-08 (1ft d), 7.37 (1ft 0 
92 (1ft d). ' 



2. 18-2. 35 (4ft 
OH. m). 3.46 
4-77 (1ft dd), 
7 71 (lft dd). 



(DMS0-d6) 5: 1.36 (6H s) 1 Q<i-? «n iav 



(DMS0-d6) <5 : 1. 34 (3H s ) 1 qc_o , n ,,,„ 
^•2.66 (3ft s) 3.?Wo(5E 3B 3.S 
3.75 (lft m), 4.00-4.20 (1H m) 4 86 flH 
• 7.76 , (IH ' d) - 7 - fl 2 (lft dd) 8 19 (IE 
>• 8 -74 (lft t ). 8.75-8.90 (ift S "* 



2 2 J -i V*yj>-3- 380 (M+H) 
"f^ 378 (M-H) 



23 I -f >^>- 2 -^;p 369 (M+H) + 

367 (M-H) 



(DMS0-d6) 6 : 1. 37 (rh s ) 0 n o_ 9 „ 
s). 9.00 (2HT «) ' 9 30 (1R U* ' 9 46 <IH s) 



(DMS0-d6) 5 : 1. 27 (6H s) 1 9<;-!> ?c iav 

■ * 3 - *■ 

0. ua, m), 3.52 (IE q), 3 65-3 fin 
7-25 (4ft m), 8.33 (lft brs). 8. 90 (2ft brs) . 



[0 0 7 5] 
[###J2 8] 

/-l-(l,3-y>Fn^^v M . M ^u.> i 4 l wn,, 3 ^ 

; " 7VyDW -^f^W^KM (940 mg) , tK D^ 
>7M;r/ ^ (750 m g) *N,N-S^;w*;i, AT 5 K (20 ml) fc**U 

(560 ul) £fi^*«#Lfc 0 N ( N.^f^ M7 ^ K 
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^)lsl*)W*$>m (1.3 g , 88% ) * W fc o 

1HNMR; (CDC1 3 ) 5 (ppm) : 1.41 (9H, s). 1.57 (6H, s), 4.90-4.95 (4H, m) 
, 7.25-7.31 (4H, m). 
ESI/MS; 305 (M+H) +, 303 (M-H) -. 
[0 0 7 6] 

JiffiT#t>^[2-(l,3-vfc Kn^yr/ K-*^*)-l.l-5>* 
^rVXf;l,]*;w^^ t-r^/lOL^A, (1.3 g) t^Tf ^^tni 
m (7.0 ml) *JDx.,*0*4i«F«ia^Lfco «ETh'J7^tnftB|^t 

^>'j7;^nl^ (1.36 g, 99.6%) fc#fc 0 

iHNMR; (DMS0-d 6 ) * (ppm) : 1.62 (6H, s), 4.79 (2H, brs), 5.04 (2H, brs 
), 7.31-7.38 (4H, m), 8.23 (3H, brs). 
[0 0 7 7] 

^^^-^^4^1^ (#K^tt«riBt|iI«-C*« 0 ) 
Ut2 0] 



A - R22+ R >*V G1 




[0 0 7 8] 
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: 34/ 





* A 




n 1 nl n2 




29 


1. Z-z? t Kn-fv-f > K-;p-2--f ;u 


n 

-co- 


n R 1 r' 
1 Me Me 


ESI/MS 
2 1 Q (M+H1 * 

*» 1 f HUT fl/ 


30 


1. 3->> k h* P-f V-f > K— ;p-2-f ^ 


-co- 


1 H H 


191 (M+H)* 


31 


1. 3-^ t K P-f V-f > K-;l^2-Y ;P 


-co- ; 


i Me Me 


uOO UUTfl/ 


32 


j 1. 3-i> tKD-fv<> K-;i,-2-f ;p 


-CO- 2 


ll H H 


205 mm* 

_ 203 (M-ffl- 


33 


| 2. 3-i?k K D-f > K-;P-l-f ;t 


-CO- 1 


H H 




1 34 


j 3, 4-S? k H D-lH--f V * ; ij >- 2 -< ;p 


-CO- I 


Me Me 


666 IM+Jiy I 


35 


1 3. 4-3? k K D - 1H-- f V *V U >-2-f ;i/ 


-CO- 1 


H H 


one /R/ 1 m 4 I 


J 36 


1. 3, 4, 5-r h?t Kn'v^'/Ic] 7-^tf>-2 
J — f ))/ 


-co- 0 


Me Me 


OQQ t\i±U\ + 1 

aoo IMTrl} [ 


37 




-NHC0- 1 


H H 


222 (M+H) + 
220 (M-H) "1 


1 38 




-C0NH- 1 


H -COOMp 


281 (M+H) + 
279 (M-H) "1 


1 39 




-CONH- l| 


H H 


222 (M+H) + 
220 (M-H)" 


1 40 1 




-C0NH- 3 


H H 


9 en ai j. u\ f 1 
aDU UhtH} 1 


j 41 1 


2-* > f ;i. 


-CONH- iT 


H H 


90c njim+l 


1 42 1 


2-7 — > v^j- y— n-f ;p 


-CONH- lT 


H H 


9QQ Ai itn +1 
600 UutdJ j 


1 ^3 i 


4-* h ^ ^ > y^y y— ;i,-6-f ;p 


-CONH- lT 


H fl 


252 (M+H) + 
250 (M-H)- 


1 44 1 


5-* N + > y^;r y_;p_ 6 _^ ;u 


-CONH- lT 


H H 


we mTn) l 


1 45 1 


1-* 3VMH~f > K-;P-2-f ;i/ 


■CONH- lj 


H H ; 


> 1 R flJUtn + 1 
^ 1 0 UBTnJ 1 


I 46 1 


2. 7-^^^tf7 VP [1, 5-a] e»J 5 5?>-6 
~f 


CONH- 1 ! | 


a H 5 


34 (M+H) *J 


47 r 


-f v*/u>-3--ot> 


CONH- 1 1 


1 H 2 


16 (M+H) *J 


48 1 




CONH- 1 I 


I H 2 


16 (M+H) *l 


49 


*yy>-3-r;w 


CONH- 1 I 


1 H 2 


16 (M+H)* 
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A 


j) 


n 


R 


K 


DC T /lie 


50 




-CONH- 


i 


H 


H 


216 <M+H) 4 


51 


I 8-5>*5\>MB-t:5!/n t3, 4-b] t?U 5 i?>- 

5 — r>»u 


-CONH- 


i 


H 


H 


234 (M+H) * 


52 


2-*^JW 5 W [l. 2-aJ e U 5»-3-f ;p 


-CONH- 


i 


H 


H 


219 (M+H)* 


53 


2, 3-^t KD^>v/tl, 4] S?***>-«-f ;P 


-CONH- 


i 


H 


H 


223 (M+H) + 


54 


5-^V-2, 3-5? t HP-fiH-^Tl/n [3, 2-a] tf 


-CONH- 


i 


H 


H 


241 (M+H) + 


55 


8 X^;W-5-^V-2-tfDU^>-l-'f;P-5 8- 
KD t!U h* [2. 3-d] tf U 5 j/>-6-^;p 


-CONH- 


i 


H 


H 


331 (M+H) + 



[0 0 7 9] 
[##M5 6] 

###!)2 9 0*i?3#£ LT#6#Lfc[3-(2 f 3-S>fc Kn>f > K-;V-1-^ ;v)- 3 _ 
**V^nbr^]*^t5vm-t-r^>U«^ (290 mg) , 2,3->^nn-5, 
6- v v T 7 -p-^ > V'df y y (510 mg) ^nn a (40 ml) \ZM® U 30 

K-;v-M;M-^y^t»*^r/i t-^;^*^ (270 mg, 95 

ESI/MS; 289 (M+H) + f 287 (M-H) - 
[0 0 8 0] 

±fBTi# h fitz (3-4 > K- )V-3-* * y y n n°;i/) # * >&-t-7 

(260 mg) K**TbV7^*n»B| (2.0 ml) *Jra>U*©**l 

Lfcefe*r**»RU «ETT»LT*|Bfl:4Mlr©hi;7^*n»BM|[ (260 
g, 94%) 

iHNMR; (DMSO-de) 9 (p pm ) : 3.23-3.26 (2H, m), 3.40 (2H, t), 6.81 (1H, 
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&m2 0 0 3-023077 ^ ~ 

d), 7.29 (1H, t), 7.36 (1H. t), 7.65 (1H, d), 7.80 (3H, brs), 7.85 (1H 
d), 8.36 (1H, d). 
ESI/MS; 189 (M+H) +, 187 (M-H) - 
[0 0 8 1] 
[#f«5 7] 

^^^^ (5 -°g) **US» (20ml) fc** U ^>^ 75 > 

■fe^-csan*. teTiauMv^T^^^^ (38g 37 

ESI/MS; 208 (M+H)+, 206 (M-H)~. 
[0 0 8 2] 

IBTHfeftftMvj;^^^^^ (2 9g) ( 
45 ml) |c** U W/t***A-j« (12g) ^ ^ (23mi) 

*B»#Lfco M<c**ife U *«*«ffiTa*Lfc. 

. llMft**tt (14 ml) ^n£. «ET«itelLTfife7^77^tLT 

*m&m<DlSmL* (2.4 g, quant.) ^#/: 0 

1HNMR; (DMSO-de) a (pp.) : 1.35 (6H, .). 2.65 (2H, s), 8.25 (3H, brs) 
ESI/MS; 118 (M+H) +, 116 (M-H) - 
[0 0 8 3] 
[##M 5 8 ] 

****** (3.0 g) % m (L2 g) (15 ml) ^ 

, *T«feiMk *ffiT*6*U fife«iaT4->W^^K (2 4 g 8 

2%) *ntz 0 

1HNMR; (CDCI3) & (ppm) : 2.53 (3H, s), 7.55 (1H, d), 7.67 (1H, s), 7.75 
(1H, s). 

[0 0 8 4] 



£fJiE#2 004-3026683 



#12 0 0 3-0 2 3 0 7 7 ^-c; 

±l2Ti#<btL^ H B H (1.8 g) £r h7t KD75> (3 ml) £Jg» U IN** 
5V-rh9i;KD75>IS# (30 ml) fcgi&Tinx.. 60 < CT-!feJg#Lfco 0 
r»C>WU **y*-A/ (2.8 ml) , 6Nmm^ (3.2 ml) fcJn*.', .H»n«K 

^nn^>->^DD^> \**J-fr 10 : l — 5 : i) 
LfEE-fk^* (400 mg, 27 %) £#£ D 

1HNMR; (CDC1 3 )5 (ppm) : 2.35 (3H, s), 2.7 (1H, brs), 7.03 (1H, d), 7.0 
7 (1H, s), 7.14 (1H, d). 
ESI/MS; 134 (M+H) +. 
[0 0 8 5] 
[##00 5 9] 
5-7^0-2.3-^11 Rn-i H->f > 

58t mM<Vjj&t\ 4-7WD7^ ^m^TKt/ (3.0g)*f,4-7^ 
- F (2.3 g, 79%) 4-7HH7^H ^ K (1.85 g) ^ 

&MMfc-&fc (0.26 g, 17%) 

1HNMR; (CDC1 3 ) * (ppm) : 4.19 (2H, s), 4.22 (2H, s), 6.88-6.95 (2H, m), 
7.15-7.19 (1H, m). 
ESI/MS; 138 (M+H) +. 
[0 0 8 6] 

immme 0] 

2,3.4.5-^ I; K n-lH-^>-/rclT4ffe?> 

JcmMmvUm (Tetrahedoron, *4$fe fill807-1820Jt> 1993^) K 

totl-fh5D> (3.3 ml) (2.0 g, 55%) fcfcfc. 
ESI/MS; 148 (M+H) +. 
[0 0 8 7] 
lmMW2 4] 

(S)-l-l2-r3-(1 3-vP Ko^v^v ^^^Ui.i-v^f^^y-^ 
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3-75 /-l-(l,3-*fc Kn-fy^ > *)-3-* >-!-* > ( 

0.55 g) 07tF>»ii:, JW*V^A (370 mg) ia^th'j^ (200 
mg) *io*.fco -*U3. (S)-i-(^ n n r-fc^;u) tfn v ^-2-#;v*'^ h y ju 
(467 mg) *<nCTJO;tfc|k M-C8^W«»L/io ^nn^>^ TjS 

iHNMR; (DMSO-de) * (ppm) : 1.39 and 1.40 (6H, sX2), 2.00-2.25 (4H, m), 
2.85-2.95 (2H, m), 3.30-4.10 (4H, m), 4.71 and 4.90 (4H, sX2), 4.85-4.9 
0 (1H, m), 7.30-7.40 (4H, m). 
ESI/MS (m/z) : 355(M+H)+. 
[0 0 8 8] 

[<k2 i] 

R| R 2 /\ R1 R2 R 3 

A'^NH, * AY A'^^N-E 

O r4 H " | 

Or 4 

[0 0 8 9] 
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[*5-l] 



-^-v: 39/ 



25 



26 



27 



28 



5-*3\M/-l. Kn-f 
y-f >K— ;i/-2— t)V 



l. 3->*k kp-t y-r > 
K-ji/-2--r;i/ 



1, 3->»fc Hn-fy-f > 



D 



n Rl 



-CO- 1 Me 



-CO- 1 Me 



R2 



Me 



Me 



R 3 ^ 



ESI/MS 



H CN -CH 2 CH 2 - 369 (M+H) 4 



H CN -CH 2 CH 2 - 373 (M+H) 4 



-CO- 0 Me Me H I CN -CH 2 CH 2 - 341 (M+H) 4 

-CO- 2 Me Me HCN -CH 2 CH,- 369 (M+H) 4 

1 36 7 (M-H) " 



29 



30 



31 



3.4-^k HP-lH-f y*L iii 

yy>-2--r;p I -co- I 1 l Me l ^ IhIcnI -ch 2 ch 2 - 



1. 3, 4, 5-f h7t KP^L „ , , 



1 369 (M+H) +' 
1 367 Otf-H) - 



Me Me HCN -CH 2 CH 2 - 369 »W * 



«>V77*S-A>-1r4 4-CONH-l 1 | H |-COOMe| h[cn] -CH 2 CH 2 - 



367 (M-H) ' 



Nl4(M-H)- 



32 



1, 3-ytKP-fV-f. 

H-;i/-2-r;i^ 



-CO- 1 H H I H CN -CH 2 CH 2 - 



327 (M+H) 1 



33 



3,4-5?t KP-lH-<y^i rn ... 

y >j>-2-f;i, I -co- I 1 1 h 



H H CN -CH 2 CH 2 - 341 (M+H) 4 



34 



35 



36 



37 



38 



39 



40 



43 



44 



45 



l-i )V I CO- I 1 I H 



H H CN -CH 2 CH 2 - 



-f>H— )V-\~^)V -CO- I 1 I H 



327 (M+H) 7 ] 
325 (M-H) - 



H I H CN I -CH 2 CH 2 - 



P-;p-2-f ;i/ I -CO- | 2 I H 



325 (M+Hn 
1 323 (M-H) "I 



^ > y^ T >y-;P-2-< » -NHCO- 1 H H H CN "CH 2 CH 2 - 



^yv^r^-)w^)v -coMH- 1 1 h| h h|cn| -ch 2 ch 2 - 



;i~6~f ;lT l-CONH-l 1 | H 



H H CN -CH 2 CH 2 - 341 (M+H) + 



1356 (M+H) 4 | 
358 (M-HT 

358 (M+H) 1 



H J H | CN f -CH 2 CH 2 - 



v-Z^* i-coNH-i 1 1 h 



372 (M+H) r 



H I H | CN | -CH 2 CH 2 - 




435 (M+H) 4 



-CONH- 1 H H H CN -CH 2 CH 2 - 



388 (M+H) 4 



V-)V-^j)V J-C0NH-J 1 I H I H I H CN -CH 2 CH 2 - 



388<M+Hn 
1 386 (M-H) ' 



H H CN -CH 2 CH 2 - 354 (M+H) * 



-fy*yu>-3-r» -coNH- 1 1 h I h h[cn| -CH 2 CH 2 - 



-fV*yU>-l--f * -CONH- 1 H H H Cn| -CH 2 CH 2 - 



1 352 (M+H) 4 
352 (M+H) * 



46 



*yj>-W* -CONH- 1 H H h|cn| -CH 2 CH 2 - 



352 (M+H) 4 
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[^5-2] 



^-*J: 40/ 



n_ Rl R2 R3 r < 



ESI/MS 



47 



-CONH- 



H 



CN 



-CH 2 CH,- 352 (M+H) < 



, 1. s-v^ji-m-tf^v 

48 I D [3,4-b] e'JS^>-5- 



-CONH 



CN 



-CH 2 CH 2 - 370 (M+H) 1 



49 I Sti-^TVa [3, 2-a] tf U 
5^>-6-f;i/ 



-CONH- 



CN 



-CH 2 CH 2 - 1 377 (M+H) ^ 



50 I [1.5-a] e»J5 5»-6-r 



CONH- 



H H H 



CN -CH 2 CH 2 - 370 (M+H)' 



51 2.3->>kFn^>>/[l,4] 



CONH- 



H H 



CN -CH 2 CH 2 - 359 (M+H)* 



52 2~* £>HT 5 2-a] 
: fcJUS?>-3-f;i> 



53 



CONH- 1 



hHntfU K [2. 3-d] tf U 



CONH- 



H I H H 



CN -CH 2 CH 2 - 355 (M+H) 1 



H H 



CN -CH 2 CH 2 - J 468 (M+H) 1 



54 



55 



-CONH 



H H 



-CONH- 



1 H H Ph 



CN -CH 2 CH 2 - 386 (M+H) 1 



CN -CH 2 CH 2 - 435 (M+H) < 



56 K>7?7y-;H-f;|/ 



•CONH- 



H H 



H -SCH 2 - 351 (M+H) * 



57 



58 



59 



CONH- 



H H 



H ~SCH 2 - 345 (M+H)* 



CONH- 



H H 



H "SCH 2 - 345 (M+H)* 



*J U>-3--fJP 



CONH- 



H H 



H -SCH 2 - 1 345 (M+H) 1 



, 1. 3-^j*3S>l/-lH-fcf5\/ 
60 I D [3,4-b] tr'J5 5? >-5- 



CONH- 



H H 



H -SCH 2 - 363 (M+H)* 



5-^"^ V-2, 3->*k Kd- 
61 I 5H-^Tl/n[3, 2-a] tf'J 



-CONH- 



, 2, 7-i?y^;utf^yn 
62 | [1, 5-a] KU5S?>-6-f 



CONH- 



H H 



H ~SCH 2 - 370 (M+H) 



H H H 



H -SCH 2 - 363 (M+H) 



6 o 2,3-i?hKn^>>/[i,4] 
w 1 gj-*»>-6-<;p 



CONH- 



,"1 



H H 



H -SCH 2 - 352 (M+H)* 
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[^5-3] 



41/ 
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[^5-4] 



82 


A 

P[3. 4-b] kTU5^>-5- 


D 

-C0NH- 


n 
1 


Rl 
H 


R2 
H 


R 3 
H 


R< 
H 


E 

-CH 2 0CH 2 - 


ESI/MS 
361 (M+H) + 


83 


511-^7 y*n [3. 2-a] £>J 

s^>-6-r;p 


-CONH- 


1 


H 


H 


H 


H 


-CH 2 0CH 2 - 


368 (M+H) * 


84 


2-^^;n-5^l/fl. 2-a] 


-CONH- 


1 


H 


H 


H 


H 1 


-CH 2 0CH 2 - 


346(M+fl) + 



[0 0 9 0] 
[##M6 1] 

Boc-f S^VRflfe (580 mg) HH-^^*MT5 K (3.5 ml) KjftffL 
, N-(3-^^;vr^yn^)- N ' KttWt (480 mg) 

**P^MTl«a#Lfco 2,3-ytKn-iH^vOK-;i, (280 ul) fcJn 

iii*7A^7^-77^ ««;^dd^> : 20 : 

1-10 : 1) t:ftUIIBM (270 mg, 33%) fcfcfc. 
1HNMR; (DMS0-d 6 ) * (ppm) : 1.46 (9H, s), 3.98 (2H, s), 4.26 (2H, s), 4.8 
6 (4H, d), 7.29-7.36 (4H, m). 
ESI/MS (m/z) : 335 (M+H) +, 333 (M+H) - 
[0 0 9 1] 
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Ut2 2] 

HO. 



4^ 

[0 0 9 2] 



A-R24 



D^N^Y OH 



G&6] 



. 62 


A 

2. 3— K n-f v w ii i ii 

* ^ i- r ut y p — )v~\ — f yj/ 


D ESI/MS 

9 Or Antn + 

-CO- " "™ + "' 

336 <M-m- 


63 


3, 4-^ t H Q-lH-f V 4V y >-2--f )V 


-C0- 349 (M+H) + 
347 ftl-m- 


64 


3. 4-S> t H n-2H-*y >J >-i~f ;|, ~ 


- co _ I349 mm* 

347 M-m- 


65 




-NHCO- 360 «»+H) + 
358 M-m- 


66 


*>"J>-2-f 


-NHC0- 360 »«»* 
358 flw-m- 


67 




-NHC0-I 374 

372 (M-m- 


68 


3-* =?)Vis>J U >-5-i" ;j, 


-NHCO-I 375 ^+H) + 
373 fM-H1- 


69 


4-* 9^-2-** y-2H-^ D ;* >-7-f )V 


-NHCO-I 391 

389 flwn- 


70 




-NHCO-I 366 

364 «-m- 


71 




-NHCO-j 351 A™* 
349 (M-m- 


72 


Z-*^JlsX)Uy 7 -J},l\, 2, 4] r U 7Vn [l, 5-a) tfij * ' 
S»-7~f 


-NHCO-I 397 {M+H) + 
395 (M-m- 


73 




_ co _ 355 (M+H) + 
1353 fti-m- 



[0 0 9 3] 

I^ifefcl 8 5 ] 

It-* , * A,4?-A,-[2-(l p 3-* t Kn * y >f > K-;p_ 2 -^ ;l ,)-2-* * y 
•***]T$V|Bfl| (260 mg) , N-(3-^f^Uyn^)-N" -i*** 

(150 ^ > * Kn^>^n, jr/ ^ (120 ^ ^ N 
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Oul) , (S)-en.;>;>-2-*^ fv ^ it (100 mg) ^j,,*^ Sjft 

■?2m®mwLfzo lit, lo**^^^^^^ 

DD ^ >: ^ ; ^ 20 : 1) fcft U (S)-[2-(^yen»jy>. W;l , ) 
-2-t^Vxf;v].[ 2 -( U -^ Kn^vr/ K-W*)4-**yz^] 

>m-t-7*^;v-x.^^;i, (29 o mg, 90%) *#fc c 
ESI/MS (m/z) : 413(M+H)+, 411 (M-H)-. 
[0 0 9 4] 

m>*LiZit*ta (280 mg) K4HM/l f 4-3>**-9-> (1.0 ml) fcHrCTiDx. 
t^^t (240 mg, quant.) fc#fc 0 

1HNMR; (DMS0-d 6 ) * (ppm) : 2.03-2.19 (4H, m), 3.36-3.44 (2H, m), 3.57 a 
nd4.10 (4H, 8X2), 4.74 and 4.84 (4H, S X2), 4.86-4.88 (1H, m), 7.32-7. 
39 (4H, m). 

ESI/MS (m/z) : 313(M+H)+ 311(M-H)~. 
[0 0 9 5] 

[-ffc 2 3 J 



[0 0 9 6] 



mSE#2 004-3026683 



2003-023077 



45/ 



1*7-1] 



mm 

86 



87 



88 



89 



90 



91 



92 



93 



94 



95 



3. 4-S?fc K D-lH-f U >-2-t*;i/ 



3. 4-i?t h*D-2H-^/ 'J f ;|/ 



-fy*y U>-3-^f;U 



2-^?J^y iJ>-4— OP 



3-^^;i/i>>y u >-5— f ;i/ 



4-* ^;i/-2-^-^y-2H-i7 n ^ >-7-f )V 



9H-yj >-6— r jp 



-CO- CN 



-CO- CN 



-CO- CN 



•NHCO-CN 



-NHCO- CN 



-NHCO- CN 



NHCO- CN 



-NHCO- CN 



-NHCO- CN 



NHCO- CN 



E 



ESI/MS 



-CH 2 CH 2 - 313 (M+H) 1 



-CH 2 CH 2 - 1 327 (M+H) *\ 



-CH 2 CH 2 - 327 (M+H) *\ 



""CH2CH2 



338 (M+Hn 
|336 (M-H) 



CH 2 CH 2 - 



338 (M+hFI 
1336 (M-H)" 



-CHjCH 2 - 352 (M+H) + 



-CH 2 CH 2 - 353 (M+H)* 



369 (M+H) *] 
[367 (M-H)" 



-CH 2 CH 2 - 344 (M+H) + j 
-CH 2 CH 2 - 329 (M+H) 



96 



97 



98 



2-^f^^77n;Hi,2,4] MJTV 
oil 5-al tf'J 5 



-NHCO- CN 



-CO- CN 



1. 3-^ t K n-r y-f > k-;|/-2— f jp 



CO- H 



"CH 2 CH 2 - [375 (M+H) M 



-CH 2 CH 2 - 333 (M+H) ( 



-SCH r 306 (M+H) ♦ 



99 



2, 3->? t H D-f > H— ;u 



CO- H 



-SCH 2 - 306 (M+H) + 



100 



3. 4->> t Ka-iH-r y^y y >-2-< ;p 



-CO- H 



-SCH 2 - 320 (M+H) 1 



101 



102 



103 



104 



3, 4-i? t H o-2H-^y U >-l--f )V 



-CO- H 



-SCH 2 - 320 (M+H) 



•i , y*/g>-3--r;p 



NHCO- H 



"SCH 2 - 1331 (M+H)' 



-NHCO- 1 H 



~SCH 2 - 331 (M+H) 1 



NHCO- H 



-SCH 2 - 345 (m +H ) < 



105 



3-x^)Uzs>y y >-5— t* ;p 



NHCO- H 



-SCH 2 - 346 (M+H) 1 



106 4-*5^l<-2-:**y-2H-^n;*>-7--f;p 



NHCO- H 



~SCH 2 - 362 (M+H) 1 
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[*7-2] 





I A 


D 


R 4 | E 


ESI/MS 


107 




-NHC0- 


H 1 -SCH 2 - 


337 (M+H) * 


1 AO 

108 


Aft -i i/* » 1 y-fc m . » 


-NHC0- 


H 1 -SCH 2 - 


322 (M+H) *j 


109 


1 2-;<i?JU7Jl/;7 Tl 2 41 km?^/ 
D[l,5-a]tf'J$5?>-7-<;i. 


-NHC0- 


H 1 -SCH 2 - 


368 (M+H) * 


110 


1 I, 3-i?t H n-f y-r > K— ;U-2— f )\> 


-co- 


H 1 — CH2CH2- 


288 (M+H) * 


111 


j 2, 3-v»k Kn-f > H-JP-l-f j|, 


-co- 


H I -CH2CH2- 


288 (M+H) * 


112 


| 3. 4-5> t H D-IH U >-2-f A- 


-co- 


H ~CH2Cfi2~ 


302 (M+H) * 


113 


1 3.4-^hKn-2H-^yu>-l~r;|/ 


-co- 


H J -CH2CH2- 


302 (M+H)* 


114 


1 -f v^y 'J>-3~f;i/ 


-NHC0- 


9 1 — CH2CH2 - 


313 (M+H)* 


115 




-NHC0- ] 


\ [ "CfyCI^- 


313 (M+H)* 


116 




-NHC0- 1 


\ 1 -CH2CH2- 


327 (M+H) * 


117 




-NHC0- I 


I 1 -CH2CH2- 


328 (M+H) * 


118 1 




-NHC0- 1 


[| -CH 2 CH 2 - 


344 (M+H) * 


119 5 


*<>!/y 7" i/— ;i/-2— r ;p 


-NHC0- I 


1 -CH2CH2- 


319 (M+H)* 


120 


9H-yu >-e— rjy 


-NHC0- B 


1 ~CH2CH2~ 


304 (M+H) * 


121 


a [1, 5-a] l£ y 5 S*>-7-f ;i/ 


-NHC0- H 


1 -CH2CH2- 


350 (M+H) * 


122 


1, 3-5* k Kci-f y-f > H— jir-2— f ;i/ 


-CO- C^ 


i|-CH 2 CH 2 CH 2 - 


327 (M+H) *] 


123 


2, 3-5* k KP-f > K — Jiv^i < ;b 


-co- c^ 


r 1 Ml fin /in 

1 -CH 2 CH 2 CH 2 - 


327 (M+H) * 


124 1 


3, 4-S?b K D-lB-f U >-2~f ;P 


-co- CN 


|-CH 2 CH 2 CH 2 - ; 


J41M+H)* 


125 j 


3, 4-i?t H n-2H-*/ U >-l~f )\> 


-CO- CN 


-CH 2 CH 2 CH 2 - j 


141 (M+H)* 


126 


-rv*/u>-3--f;i/ 


•NHCO- CN 


-CH 2 CH 2 CH 2 - a 


52 (M+H) * 


127 




NHCO- CN 


-CH 2 CH 2 CH 2 - 3 


52 (M+H) * 
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128 



129 



3-;*3Ml/->>y u >-5— f ;i/ 



130 



[ 4-^9 t ;l^2-**V-2H-^ >-7--f ;u 



D Tg 
-NHC0-I CN|-CH 2 CH 2 CH 2 



-NHCO- CN -CH 2 CH 2 CH 2 - 



-NHCO- CN -CH 2 CH 2 CH 2 - 



ESI/MS 
366 (M+H) 1 



367 (M+H) 1 



383 (M+H) * 



131 



-NHCO- CN -CH 2 CH 2 CH 2 



358 (M+H) ' 



132 



NHCO- J CN -CH 2 CH 2 CH 2 - 



133 I 2-^^;^;i/7r^tl,2.4] MJ7V 
" ! P [1. 5-a] If U 5 S»-7~f )V 



343 (M+H) ' 



-NHCO- CN -CH 2 CH 2 CH 2 - 



389 (M+H) 1 



134 



1. 3-i* k Fn-f yf > K-JI/-2-Y ;u 



-CO- H -CH 2 0CH 2 - 



304 (M+H) * 



135 



136 



137 



138 



139 



140 



141 



143 



2. 3->>k Kn-f > K-jW-w;p 



3, 4->> t H o-lH-f y ij >-2--f ;p 



3. 4-v>fc: Ko-2H-*y ij >-i-< ;p 



-CO- H -CH 2 0CH 2 



304 (M+H) 1 



-CO- H -CH 2 0CH 2 - 



318 (M+H) + 



-CO- H -CH 2 0CH 2 



318 (M+H) + 



-NHCO- H -CH 2 0CH 2 - 



4-* ^;i/-2-^-^ y-2H-^ D ;* >-7~f Jl/ 



142 1.3-5>hKn-fy-f>K-J1^2-i*;P 



2. 3-S?t H D-f > H-JU-l-< 



-NHCO- H -CH 2 0CH 2 - 



-NHCO- H -CH 2 0CH 2 



-NHCO- H -CH 2 0CH 2 - 



-C0- H -CH 2 CH 2 CH 2 - 



-C0- H -CH 2 CH 2 CH 2 - 



329 (M+H) 



329 (M+H) 1 



344 (M+H) < 



360 (M+H) * 



302 (M+H) * 



302 (M+H) 



144 



3, 4-i? t H D-lH-f y+/y >-2-< 



-CO- H -CH 2 CH 2 CH 2 - 



326 (M+H) 



145 



146 



147 
148 



3, 4-^k H P-2H-*y U >-l--f ^ 



-CO- H -CH 2 CH 2 CH 2 - 



326 (M+H) + 



-f U>-3-f ;p 



U >-2--r;i« 



NHCO- H -CH 2 CH 2 CH 2 



327 (M+H) + 



-NHCO- H 



-NHCO- H 



CH2CH2CH2- 



327 (M+H) 



~CH2CH2CH2" 



341 (M+H) 



tBIE# 2 0 0 4- 



3 0 2 6 6 8 3 
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149 


A 

3-*3\»l/-»y ij >-5--f )\, 


D 

-NHCO- 


H 


E 


ESI/MS 
64i (M+H) 


150 




-NHC0- 


H 


-CH 2 CH 2 CH 2 - 


358 (M+H) * 


151 




-NHCO- 


H 


-CH 2 CH 2 CH 2 - 


333 (M+H) 4 


152 


9H-y ij >-6-< ;p 


-NHCO- 


H 


-CH 2 CH 2 CH 2 - 


318 (M+H) * 


153 


2 XT-toW? t —Ml. 2. Q h\)7*S 
all, 5-a] KU55»-7-f* 


-NHCO- 


H 


"CHgCHgCf^** 


364 (M+H) * 



[0 0 9 7] 
1 ] 

-T5 K (Gly-Pro-MCA) t lW«^ffiv^: 0 

96->-x;i,v^^n^^^-^ p ^ Mc> (l40mM ttfltf- h y * a , 

10mM 1% VismMT*?* >Zi£tr25MhVxmmmm pH 7. 

4) fc**Lfc, S^rO«Ko«Wtoflt 40 A ,l^ir>l50 A ,MGly-Pro-MCA^@ 40 

a.i*jo*., Aftftnu^nML*:. -e^t, M^^-eso^^t/^ 

hM20^1*^x:Tti#L, «WKTa«T3WWa6$*^ 0 1 M MUNI 
«pH4.2 £100 Mlin*.TBUS*1*±U DPP-IVfiteK: J: 0 Mttt L£MCA£360n 

«tt**fct, ^^K^pp-TOi4^5o%ia#i-^^(ic 5 o)*^ae>7- 0 

**8fc^1- 0 ft, Jt«SK#JfcLT«i % 4Hfr (W097/40832) WKo-f yn-f 

DPP-IVPI^rSft=100X (l-(Fs-Fb)/F100-Fb) 
FlOOllflL^-e^^T^ <£> *l& SbfegfiflP 

Fs Mfa®'g*mz.X&t,ti2 t %%3£g t 
[0 0 9 8] 
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DPP-IV 
IC50 (uM) 




DPP-IV 

! ItfOU IUJVU 


I 


0.051 


20 


0. 030 


2 


0. 032 


21 


0. 035 


3 


0.023 


23 


0 050 


4 


0.087 


24 


0 010 


5 


0.036 


25 


0 0?7 


6 


0.050 


26 


0 flIK 


7 


0.052 


28 




8 


i_ °- 028 


32 


U. \J6o 


9 


0.028 


34 


U. UoZ 


10 


0.028 


36 


0.052 


11 


0.033 


37 


0.062 


12 


0.017 j 


38 


0.013 


13 


0.025 


39 


0.066 


14 


0.019 


42 


0.090 


! 15 


0.026 


48 


0.026 


17 


0.048 


49 


0.031 


19 


0.024 


54 


0.031 




it&m A 


0.225 



[0 0 9 9] 

*ttfttt***. iM-nMOIC 50 #**U flM (ic 50 :2 

25nM) tJfc^Tat&ftEH»-IVH#igttt»oi fc*r*>^ ofco 

[0 10 0] 
[3j£Sf£»)J 2 ] 

WiBtar/S!*att9 * h ( («) B *^;^) Mv, 5 HBfiUJHWI ( 
*ffll*8a*) . -mU. ftftffllOft** ( 3mg /kg) ,^19^ 
• (lmg/kg) XVft^A (lOmgAg) t5^«^ftpR4U 30*Nfcfc20 
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^-vl 50/E 



) , ^^>^>mtit^m^i^ <0! tm^^>7,v>mm ( Pg / m i 



[0 10 1] 



1^9] 





tain - mg/dl) 


(pg/ml) 






tain • mg/dl) 


(pg/ml) 




8199±235 


1692±583 




* 


8208±368 


2008±666 




6671±161 


2994±310 






6769±128 


3670±827 




7024±222 


2745 ±574 




mmm 1 9 


7055±287 


4093±1050 j 



[0102] 

[0 10 3] 

AIDS) , fMUt& i&*fc#JBT** 0 
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^? — v 



mm 
mm] 

Wbil 



R? R 2 R 3 

' d ^ C n J v n v e * 

H n It 



R4|tttlliyryi^, Dii-C0NR6_ > _c(K Xl±-NR6C0-£, r6 
SO , -CH 2 0CH 2 -> Xfi-SCH 2 -£ N n»±0~3O£&£ % Afigg|£ *itv>t & J: v> 
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